Background
Introduction
Cholangiocarcinomas, tumors that arise from the epithelial cells of the bile duct, are classified by the International Classification of Diseases for Oncology (ICD-O) [1] as being either intrahepatic (ICC; ICD-O C22.1) or extrahepatic (ECC; ICD-O C24.0), depending on their location in the bile duct. Because ICCs arise in the part of the bile duct that is inside the liver, they are considered by the ICD-O to be liver tumors (ICD-O C22). As such, ICCs are the second most frequently occurring type of liver cancer in the world, after hepatocellular carcinoma (HCC). In contrast, ECCs arise in the part of the bile duct that lies outside the liver and are classified as biliary tract tumors (ICD-O C24) [1] .
Risk factors are not well delineated for either type of cholangiocarcinoma. Both tumors are associated with preexisting medical conditions such as Caroli's disease, primary sclerosing cholangitis, and inflammatory bowel disease. In some developing countries, liver flukes are also a risk factor for both tumors [2] . Despite these similarities, differences in risk factors have also been reported. Accumulating evidence suggests that hepatitis C virus (HCV), a major risk factor for HCC, may also be an important risk factor for ICC [3] [4] [5] [6] [7] but not for ECC [6, 7] . Other HCC risk factors, such as obesity, chronic non-alcoholic liver disease, and tobacco, have also been shown to be associated with ICC but not ECC [6] . Geographic variation in the distribution of these risk factors could affect incidence patterns of liver cancer types in the United States (U.S.).
Further indications of differences in ICC and ECC in the U.S. are that incidence rates of ICC, similar to those of HCC, have been increasing even when accounting for misclassification of hilar cholangiocarcinoma (i.e., Klatskin tumors), while incidence rates of ECC have remained fairly stable [8] . If the risk factors for ICC are more similar to the risk factors for HCC than ECC, the geographical incidence patterns for ICC should also be more similar to those of HCC than ECC. To test this hypothesis, incidence rates for ICC, ECC, and HCC for the U.S. were examined at the county-level. Further, the rates were mapped to illustrate the geographic burden of ICC, ECC, and HCC.
Methods

Incidence Data Source
County-level ICC, ECC, and HCC incidence rates were obtained from the North American Association of Central Cancer Registries (NAACCR) Cancer in North America (CiNA) data [9] . The CiNA dataset is a compilation of incidence data from the National Cancer Institute's Surveillance, Epidemiology, and End Results and the Centers for Disease Control and Prevention's National Program of Cancer Registries that provided active consent for the proposed study [9] . There were 33 registries that consented to participate and had complete data for 1998-2009. These 33 registries all met NAACCR gold or silver certification for complete, accurate, and timely data (Alabama, Alaska, Arizona, California, Colorado, Connecticut, Delaware, Florida, Georgia, Hawaii, Idaho, Illinois, Iowa, Kentucky, Louisiana, Maine, Massachusetts, Michigan, [18] . Modeled county estimates were mapped in quartiles using colors based on the ColorBrewer tool (ColorBrewer, Penn State, PA). Due to high predicted error, spatial smoothing was not applied to the final maps. Thus, the estimated rates in some counties with small case counts and populations could be unstable. We included state, division, and regional census partitions on the maps for ease of interpreting geographic variability.
Incidence Trends
Joinpoint regression models (Joinpoint 3.5.0, IMS, Inc., Calverton, MD) were used to examine ICC, ECC, and HCC incidence trends in the 33 states with complete annual reporting data during 1998-2009. men had higher rates than women, however the male to female ratio was more than three-fold for HCC (3.8 to 1) but less than two-fold for ICC (1.4 to 1) and ECC (1.5 to 1). For both ICC and ECC, peak rates occurred among persons 75 years of age and older. ECC incidence rates exceeded those for ICC in one age group only, persons 85 years of age and older (5.84 versus 5.43, respectively). Peak rates for HCC were seen in the 65-74 (16.62) and 75-84 (17.39) year age groups. Modeled ICC rates were highest in New England and ECC rates were highest in the Middle Atlantic division, while HCC incidence rates were highest in the Pacific division. Table 2 presents joinpoint regression incidence trends during 1998-2009 for the 33 registries that contributed complete data for these years. For all three cancer sites the best fitting model included one joinpoint and two trends. Mapped ECC incidence rates resembled those of ICC, but the pattern was more diffuse (Fig  2) . The lowest rates of ECC, approximately 0.41 to 0.60 per 100,000 individuals were seen in rural counties of the northern and central Rocky Mountain States and the South. The highest ECC incidence rates, >0.70 per 100,000 individuals, were seen in the Northeast and upper Midwest and in the southwest from Texas to California and the Pacific region, including Hawaii and Alaska. Fig 3 shows mapped HCC incidence rates. The lowest rates of HCC, approximately 1.18 to 2.00 per 100,000 individuals, occurred primarily in inland rural counties. This pattern was most pronounced in the northern states of the West and Midwest. The highest HCC incidence rates, >3.50 per 100,000 individuals, were seen in coastal and southern states, often centered on urban counties. Common features of the distribution of all three cancer sites included the presence of intermediate rates in counties adjacent to both low and high incident areas and high incidence rates in Hawaii and Alaska.
Results
Discussion
In the current study, overall rates, trends, racial distribution, male:female ratio, and peak ages were more similar between ICC and ECC than HCC. While geographical variation is noted between cancer sites, the geographical patterns between ICC and ECC were more closely related. High incidence for all three cancer sites was found in the Pacific region, particularly Hawaii and Alaska, suggesting a need for cancer control efforts in this area. However, the geographic variability between cancer sites suggests additional need for ICC and ECC control efforts focused in the Northeast and upper Midwest, while HCC control efforts should be additionally focused in the South. Geographical variation of disease is often explained by differences in demographics and environmental risk factors, which suggest that risk factors for HCC may be more dissimilar than those of ICC and ECC. For instance Hispanics, Asians/Pacific Islanders, and Blacks were overrepresented among HCC cases compared to their proportions in the general population. Race and ethnicity appeared to be less of a factor in the geographical patterns of ICC and ECC. In particular, approximately 75% of all ICC and ECC cases occurred among non-Hispanic whites (compared to 58% of HCC cases). Other established risk factors for ICC and ECC, such as Caroli's disease, primary sclerosing cholangitis, and inflammatory bowel disease, could partially explain geographical similarities between the two tumor types [6] . Another possibility is that potential misclassification of ICC and ECC have made determining distinct geographical patterns for each site difficult [19] .
In this study, the highest rates for ICC, ECC, and HCC were seen in Asians/Pacific Islanders. However, it is unclear why Asians/Pacific Islanders have the highest rates of all three types of cancers. This could potentially be due to a common set of risk factors specific to Asians/ Pacific Islanders that contribute to each of these cancers. For instance, rates of HCC have historically been highest among Asians/Pacific Islanders due to higher rates of chronic hepatitis B virus (HBV) infection among older individuals born outside of the U.S. [20] . A recent metaanalysis has also shown that HBV is associated with an increased risk of ICC and, to a lesser extent, ECC [21] . Thus, HBV infection could potentially account for the high incidence rates of HCC, ICC, and ECC seen among Asians/Pacific Islanders in the present study. Additionally, approximately 46% of the Asians/Pacific Islanders in the U.S. live in the Pacific region [22] , which is likely to partially account for the high rates of these cancers seen in this region.
Rates among racial/ethnic groups other than Asians/Pacific Islanders vary by cancer site. For HCC, whites have notably lower rates than those of other racial/ethnic groups. For ICC and ECC, the rates among whites, blacks, and American Indians/Alaska Natives did not vary greatly. The greater variability in racial and ethnic distribution among HCC than ICC and ECC cases is perhaps due to differences in exposure or susceptibility to HCC-unique risk factors. In addition, societal factors of cancer prevention, detection, or treatment are hypothesized to contribute to overall higher incidence of all cancer among blacks [23] . Thus, efforts should be focused on identifying and targeting race-specific risk factors for HCC and the more homogeneous risk factors for ICC and ECC.
Higher rates of all three cancer types were seen among individuals over 75 years of age and males. While sex-differences of these cancers are not completely understood, it is hypothesized that the higher prevalence of risk factors (e.g., HBV/HCV, alcohol consumption, and potentially androgenic hormones) among males could partially account for these differences [24] . The high incidence in older age groups is thought to be partially due to HCV infection, a risk factor for HCC and possibly ICC, as most individuals become infected with HCV as adults [24] . HCV infection is most prevalent among individuals born between 1945 and 1965 (i.e., babyboomers). While these individuals do not have the highest rates of liver cancer, possibly due to lack of sufficient latency period for cancer progression, they do have the most rapidly increasing incidence rates [25] .
The direction of incidence trends differed for the three cancer types. HCC incidence decreased during 2007-2009, compared to 1998-2007 . This is consistent with data in SEER registries, which found a deceleration in increasing rates among baby-boomers and decreasing rates among younger adults [26] . Incidence trends for ECC increased during 2000-2009 while ICC incidence trends initially decreased then increased from 2007-2009, yielding a stable trend during 2000-2009. In one study [6] , HCV infection, chronic nonalcoholic liver disease, obesity, and smoking were associated with ICC but not ECC, suggesting that risk factors could explain divergent incidence trends for these highly fatal tumors. Another possible explanation for divergent trends is that recent ICD-O coding changes may skew cholangiocarcinoma classification toward C22 topography, contributing to the recent rise in ICC and deceleration in ECC incidence trends [19] .
A limitation of this study is the potential for misclassification of race or ethnicity. Hispanics were analyzed separately from other racial/ethnic groups; however, the ethnicity of "Hispanic" is very broad and encompasses Mexicans, Puerto Ricans, and Cubans, as well as other individuals that identify with "another Hispanic, Latino, or Spanish origin" [27] . Thus, these individuals could have widely varying genetic, environmental, cultural, and socioeconomic risk factors [23] . Additionally, known risk factors for HCC (e.g., HBV/HCV prevalence and diabetes) were not accounted for in the spatial-temporal modeling.
A strength of this study is the utilization of the NAACCR CiNA database. While seventeen states and the District of Columbia either did not agree to utilization of data or did not have complete data for the study period, this data provides the most comprehensive population coverage of the U.S. to date. For areas that did not provide data, a validated spatial-temporal model was utilized to estimate rates [12] . Thus, geographic patterns for the entire U.S. were able to be analyzed.
While HCC and ICC may have some common etiologies, such as obesity, chronic non-alcoholic liver disease, and tobacco [6] , geographic areas with high ICC incidence do not completely correspond with areas of high HCC incidence. These unique geographic distributions could suggest differences in etiology. In the current study, demographic patterns and geographical variation were more closely related for ICC and ECC than HCC. This study suggests a need for cancer control efforts focused in the Pacific region, particularly Hawaii and Alaska, for all three cancer sites. While additional control efforts for ICC and ECC should be focused in the Northeast and upper Midwest, HCC control efforts should be additionally focused in the South. Findings of geographic variation in incidence rates for these cancer sites may help target etiologic and cancer control efforts.
